Label i ng Qui dance
Revi sed August 1993

SULFAMETHOXAZOLE AND TRI METHOPRI M TABLETS USP
SULFAMETHOXAZOLE AND TRI METHOPRI M ORAL SUSPENSI ON USP

DESCRI PTI ON

Sul f anet hoxazol e and trinmethopri mtablets/oral suspension is a
synthetic antibacterial conbination product.

Sul f anet hoxazole is N-(5-nethyl-3-isoxazolyl)sulfanilamde. It is a
white to off-white, practically odorless, crystalline powder with a
nol ecul ar wei ght of 253.28 and the follow ng structural formla:

CioHiiN;O,S

Trimethoprimis 2,4-di am no-5-(3,4,5-trinethoxybenzyl)pyrimdine. It
occurs as white to creamcol ored, odorless crystals, or crystalline

powder with a nol ecul ar wei ght of 290.32 and the follow ng structural
formul a:

CiaHisN,O;

[ I nclude type of dosage form strength, and route of
admnistration, e.g., Each tablet, for oral admnistration
contains...]

[ NOTE: I n accordance with good pharmaceutical practice, all
dosage forns should be | abeled to cite all inactive
ingredients (refer to USP CGeneral Chapter <1091> for
gui dance). W believe this is an inportant public
heal th neasure. Pl ease respond by noting the inactive
ingredients present in this product. ]

CLI Nl CAL PHARVACOLOGY

Sul f anet hoxazol e and trinmethoprimis rapidly absorbed follow ng ora
adm ni stration. Both sul fanet hoxazol e and trinethoprimexist in the

bl ood as unbound, protein-bound and netabolized forns;

sul f anet hoxazol e al so exi sts as the conjugated form The netabol i sm of
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sul f anet hoxazol e occurs predomnately by N ,-acetylation, although the
gl ucuroni de conjugate has been identified. The principal metabolites

of trimethoprimare the 1- and 3-oxides and the 3'- and 4'- hydroxy
derivatives. The free forns of sul fanethoxazole and trinmethoprimare
considered to be the therapeutically active forns. Approximately 70%

of sul famet hoxazol e and 44%of trinethoprimare bound to plasnma
proteins. The presence of 10 ng percent sul fanet hoxazol e in plasna
decreases the protein binding of trinethoprimby an insignificant
degree; trinethopri mdoes not influence the protein binding of

sul f anet hoxazol e.

Peak bl ood | evels for the individual conponents occur 1 to 4 hours
after oral admnistration. The mean serum hal f-1ives of

sul f anet hoxazol e and trimethoprimare 10 and 8 to 10 hours,

respecti vely. However, patients with severely inpaired renal function
exhibit an increase in the half-lives of both conponents, requiring
dosage regi nen adj ustment (see DOSAGE AND ADM NI STRATI ON section).
Det ect abl e anounts of sul famet hoxazol e and trinethoprimare present in
the bl ood 24 hours after drug admnistration. During admnistration
of 800 ng sul f amet hoxazol e and 160 ng tri nmet hopri m b.i.d., the nean
steady state plasma concentration of trinmethoprimwas 1.72 pg/nL. The
steady state mninmal plasma | evels of free and total sul fanethoxazol e
were 57.4 pg/nk and 68.0 pg/ ni, respectively. These steady state

| evel s were achieved after three days of drug adm ni stration. !

Excretion of sul famethoxazole and trinethoprimis prinarily by the

ki dneys through both glonmerular filtration and tubul ar secretion.
WUrine concentrations of both sul famet hoxazol e and trinethoprimare
consi derably higher than are the concentrations in the blood. The

aver age percentage of the dose recovered in urine fromO to 72 hours
after a single oral dose is 84.5%for total sulfonamde and 66.8%f or
free trimethoprim Thirty percent of the total sulfonamde is excreted
as free sul fanet hoxazole, with the remaining as N ,-acetyl ated
netabolite. 2 Wien adm ni stered together, neither sulfamethoxazol e nor
trinmethoprimaffects the urinary excretion pattern of the other.

Bot h sul f amet hoxazol e and trinmethoprimdistribute to sputum vagina
fluid, and mddle ear fluid; trinmethoprimalso distributes to
bronchi al secretion and both pass the placental barrier and are
excreted in human ml k.

M cr obi ol ogy

Sul f anet hoxazol e i nhibits bacterial synthesis of dihydrofolic acid by
conpeting wth para-amnobenzoic acid (PABA). Trinethoprimbl ocks the
production of tetrahydrofolic acid fromdi hydrofolic acid by binding
to and reversibly inhibiting the required enzyne, dihydrofolate
reductase. Thus, this conbination bl ocks two consecutive steps in the
bi osynthesis of nucleic acids and proteins essential to many bacteri a.
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In vitro studies have shown that bacterial resistance devel ops nore
slowy with this conbination than with either sulfanethoxazol e or
tri met hopri m al one.

In vitro serial dilution tests have shown that the spectrum of

anti bacterial activity of sul famethoxazole and trinethopri mincl udes

the common urinary tract pathogens with the exception of Pseudononas
aerugi nosa. The followi ng organi sns are usual |y suscepti bl e:

Escherichia coli, Klebsiella species, Enterobacter species, Mrganella
nmorganii, Proteus mrabilis and indole-positive Proteus species
including Proteus vulgaris.

The usual spectrumof antimcrobial activity of sulfanethoxazol e and
trimethoprimincludes bacterial pathogens isolated frommddle ear
exudate and from bronchi al secretions ( Haenophilus influenzae,

including anpicillin-resistant strains, and St rept ococcus pneunoni ae),
and ent er ot oxi geni ¢ strains of Escherichia coli (ETEC) causing
bacterial gastroenteritis. Shigella flexneri and Shigella sonnei are

al so usual |y suscepti bl e.

REPRESENTATI VE M NI MUM | NH Bl TORY CONCENTRATI ON VALUES FOR
SULFAVETHOXAZCLE AND TR METHOPRI M SUSCEPTI BLE CRGANI SV5 (M G- pg/ i)

T™P SMX TMP/ SMX (1:19)
Bacteri a Al one Al one TMWP SMX
Escherichia coli 0.05-1.5 1. 0-245 0.05-0.5 0.95-9.5
Escherichia coli 0.015-0.15 0.285->950 0.005-0.15 0.095-2.85
(ent erot oxi geni c
strai ns)
Pr ot eus speci es 0.5-5.0 7. 35-300 0.05-1.5 0.95-28.5
(i ndol e positive)
Mor ganel | a nor gani i 0.5-5.0 7. 35-300 0.05-1.5 0.95-28.5
Proteus mrabilis 0.5-1.5 7.35-30 0.05-0.15 0.95-2.85
Kl ebsi el | a speci es 0.15-5.0 2. 45-245 0.05-1.5 0.95-28.5
Ent er obact er species 0.15-5.0 2. 45-245 0.05-1.5 0.95-28.5
Haenophi | us i nfl uenzae 0.15-1.5 2.85-95 0.015-0.15 0.285-2.85
Strept ococcus pneunoniae 0.15-1.5 7.35-24.5 0.05-0.15 0.95-2.85
Shigella flexneri ¥ <0.01-0.04 <0.16->320 <0.002-0.03 0.04-0.625
Shi gel I a sonnei ¥ 0.02-0.08 0.625->320 0.004-0.06 0.08-1.25

TMP=Tr i met hopri m: SMX=Sul f amet hoxazol e

tRudoy RC, Nelson JD, Haltalin KC Antim crobial Agents And
Chenot her apy 5:439-43, 1974.

Susceptibility Testing
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The recomended quantitative disc susceptibility method may be used
for estimating the susceptibility of bacteria to sul fanmethoxazol e and
trinmethoprim %4 Wth this procedure, a report fromthe | aboratory of
"Susceptible to sul fanet hoxazole and trinmethoprim' indicates that the
infection is likely to respond to therapy with this product. If the
infection is confined to the urine, a report of "Internediate
susceptibility to sul famet hoxazol e and trinethoprinm' al so indicates
that the infectionis likely to respond. Areport of "Resistant to

sul f anet hoxazol e and trinmethoprim' indicates that the infection is
unlikely to respond to therapy with this product.

| NDI CATI ONS AND USAGE

Uinary Tract Infections

For the treatnent of urinary tract infections due to susceptible

strains of the follow ng organi sns: Escherichia coli, Klebsiella

speci es, Enterobacter species, Mrganella norganii, Proteus mrabilis,
and Proteus vulgaris. It is reconmended that initial episodes of
unconplicated urinary tract infections be treated with a single

effective antibacterial agent rather than the conbi nation.

Acute Qitis Media

For the treatnent of acute otitis nmedia in children due to susceptible
strains of Streptococcus pneunoni ae or Haenophilus influenzae when in
the judgrment of the physician this conbination offers sone advant age

over the use of other antimcrobial agents. To date, there are limted
data on the safety of repeated use of sulfanethoxazol e and
trimethoprimin children under two years of age. This product is not

indi cated for prophylactic or prolonged admnistration in otitis nedia

at any age.

Acut e Exacerbations O Chronic Bronchitis In Adults

For the treatnment of acute exacerbations of chronic bronchitis due to
susceptible strains of Streptococcus pneunoni ae or Haenophil us

i nfl uenzae when in the judgnent of the physician, this conbination
of fers some advantage over the use of a single antimcrobial agent.

Travelers' Diarrhea In Adults
For the treatnment of travelers' diarrhea due to susceptible strains
of enterotoxigenic E. coli.

Shi gel l osi s

For the treatnment of enteritis caused by susceptible strains of
Shigella flexneri and Shigella sonnei when antibacterial therapy is
i ndi cat ed.

Peunocystis Carinii Pneunonia
For the treatnent of docunented Pneunocystis carinii pneunoni a
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CONTRAI NDI CATI ONS

Hypersensitivity to trinmethoprimor sulfonamdes. Patients with
docunent ed negal obl astic anem a due to fol ate deficiency. Pregnancy at
termand during the nursing period, because sul fonam des pass the

pl acenta and are excreted in the mlk and nmay cause Kkerni cterus.
Infants | ess than two nonths of age.

WARNI NGS

FATALI TI ES ASSOCI ATED W TH THE ADM NI STRATI ON OF SULFONAM DES,
ALTHOUGH RARE, HAVE OCCURRED DUE TO SEVERE REACTI ONS, | NCLUDI NG
STEVENS- JOHNSON SYNDRQOVE, TOXI C EPI DERVAL NECRCLYSI S, FULM NANT
HEPATI C NECROSI S, AGRANULOCYTOSI' S, APLASTI C ANEM A, OTHER BLOGD
DYSCRASI AS AND HYPERSENSI TI VI TY OF THE RESPI RATORY TRACT.

SULFAMETHOXAZOLE AND TRI METHOPRI M SHOULD BE DI SCONTI NUED AT THE FI RST
APPEARANCE OF SKIN RASH OR ANY SI GN OF ADVERSE REACTION. dinical
signs, such as rash, sore throat, fever, arthral gia, cough, shortness

of breath, pallor, purpura or jaundice may be early indications of
serious reactions. Cough, shortness of breath, and/or pul nonary
infiltrates may be indicators of pul nonary hypersensitivity to

sul fonamdes. In rare instances a skin rash nmay be foll owed by nore
severe reactions, such as Stevens-Johnson syndrone, toxic epidernal

necrol ysis, hepatic necrosis or serious blood disorder. Conplete bl ood
counts shoul d be done frequently in patients receiving sul fonam des.

SULFAMETHOXAZOLE AND TRI METHOPRI M SHOULD NOT BE USED | N THE TREATMENT
OF STREPTOCOCCAL PHARYNG TI'S. dinical studies have docunented that
patients with group A beta-henolytic streptococcal tonsillopharyngitis
have a greater incidence of bacteriologic failure when treated with
this conbi nation than do those patients treated with penicillin, as
evidenced by failure to eradicate this organismfromthe
tonsi | | opharyngeal area.

PRECAUTI ONS

CGener al

Sul f anet hoxazol e and tri et hopri m shoul d be given with caution to
patients with inpaired renal or hepatic function, to those with
possible folate deficiency (e.g., the elderly, chronic al coholics,
patients receiving anticonvul sant therapy, patients wth nal absorption
syndrone, and patients in nalnutrition states) and to those with

severe allergy or bronchial asthma. In glucose-6-phosphate

dehydr ogenase-defici ent individuals, henolysis may occur. This

reaction is frequently dose-rel ated. (See CLI Nl CAL PHARMACOLOGY and
DOSAGE AND ADM NI STRATI ON.)
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Use In The El derly

There may be an increased risk of severe adverse reactions in elderly
patients, particularly when conplicating conditions exist, e.g.,

i mpai red kidney and/or liver function, or concomtant use of other
drugs. Severe skin reactions, or generalized bone narrow suppression
(see WARNI NGS and ADVERSE REACTI ONS sections) or a specific decrease
in platelets (with or without purpura) are the nost frequently
reported severe adverse reactions in elderly patients. In those
concurrently receiving certain diuretics, primarily thiazides, an

i ncreased i ncidence of thronbocytopenia with purpura has been

reported. Appropriate dosage adjustnents should be made for patients

wi th inpaired kidney function (see DOSAGE AND ADM NI STRATI ON secti on).

Use In The Treatnment O Pneunocystis Carinii Pneunonia In Patients
Wth Acquired | nmunodefici ency Syndronme (Al DS)

The incidence of side effects, particularly rash, fever, |eukopenia,

and el evated am notransferase (transam nase) values wth

sul f anet hoxazol e and trinmethoprimtherapy in AIDS patients who are
being treated for Pneunocystis carinii pneunonia has been reported to
be greatly increased conpared with the incidence nornally associ at ed
with the use of sul fanmethoxazol e and trinethoprimin non-Al DS

patients.

| nformation For Patients
Patients should be instructed to maintain an adequate fluid intake in
order to prevent crystalluria and stone fornation.

Laboratory Tests

Conpl ete bl ood counts shoul d be done frequently in patients receiving
sul f anet hoxazole and trinmethoprim if a significant reduction in the
count of any formed blood elenent is noted, this drug product should
be discontinued. Winalysis with careful m croscopi c exam nati on and
renal function tests should be perforned during therapy, particularly
for those patients with inpaired renal function.

Drug Interactions

In elderly patients concurrently receiving certain diuretics,
primarily thiazides, an increased incidence of thronbocytopenia wth
pur pura has been reported.

It has been reported that sulfamethoxazol e and trinethopri mnmay
prolong the prothronbin tinme in patients who are receiving the

anti coagul ant warfarin. This interaction should be kept in mnd when
sul f anet hoxazol e and trinmethoprimis given to patients already on
anti coagul ant therapy, and the coagul ation tinme shoul d be reassessed.
Sul f anet hoxazol e and trinmethoprimmay inhibit the hepatic netabolism
of phenytoin. Gven at a common clinical dosage, it increased the
phenytoin half-l1ife by 39% and decreased the phenytoin netabolic
clearance rate by 27% Wen adm ni stering these drugs concurrently,
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one shoul d be alert for possible excessive phenytoin effect.

Sul f onam des can al so di spl ace net hotrexate from plasnma protein
bi nding sites, thus increasing free nethotrexate concentrations.

Drug/ Laboratory Test Interactions

Thi s conbi nati on product, specifically the trinethopri mconponent, can
interfere with a serumnet hotrexate assay as determ ned by the
conpetitive binding protein technique (CBPA) when a bacterial

di hydrofol ate reductase is used as the binding protein. No
interference occurs, however, if nmethotrexate is nmeasured by a

radi oi munoassay (R A). The presence of sulfanet hoxazol e and
trimethoprimmay also interfere with the Jaffé alkaline picrate
reaction assay for creatinine resulting in over-estinations of about
10%in the range of nornal val ues.

Car ci nogenesi s, Miutagenesis, Inpairnent of Fertility

Car ci nogenesi s: Long-termstudies in aninals to eval uate carcinogenic
potential have not been conducted w th sul fanet hoxazol e and
trimethoprim

Mut agenesi s: Bacterial nutagenic studies have not been performed wth
sul f anet hoxazol e and trinmethopri min conbi nation. Trimethopri mwas
denonstrated to be non-nmutagenic in the Ares assay. In studies at two
| aboratori es no chronosonal damage was detected in cultured Chi nese
hanster ovary cells at concentrations approxi mately 500 tinmes hunman
pl asnma | evel s; at concentrations approxi mately 1000 times hunan

pl asma levels in these same cells a | ow | evel of chronosonal danmage
was i nduced at one of the | aboratories. No chronosonal abnornalities
were observed in cultured human | eukocytes at concentrati ons of
trimethoprimup to 20 tinmes human steady state plasma |levels. No
chronosonmal effects were detected in peripheral |ynphocytes of hunan
subj ects receiving 320 ng of trimethoprimin conbination with up to
1600 ng of sul fanet hoxazol e per day for as long as 112 weeks.

| mpai rment of Fertility: No adverse effects on fertility or genera
reproductive performance were observed in rats given oral dosages as
hi gh as 350 ng/ kg/ day sul f anet hoxazol e and 70 ng/ kg/ day tri net hopri m

Pr egnancy

Teratogenic Effects: Pregnancy Category C. In rats, oral doses of
533 ng/ kg sul f amet hoxazol e or 200 ng/ kg tri nmet hopri m produced

teratol ogical effects nmanifested nainly as cleft pal ates. The hi ghest
dose which did not cause cleft palates in rats was 512 ng/ kg

sul f anet hoxazol e or 192 ng/ kg trinmet hopri mwhen adm ni stered
separately. In tw studies in rats, no teratogenicity was observed
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when 512 ng/ kg of sul famet hoxazol e was used in conbination with 128
ng/ kg of trinethoprim In one study, however, cleft pal ates were
observed in one litter out of 9 when 355 ng/ kg of sul fanet hoxazol e was
used in conbination with 88 ng/kg of trimethoprim

In sone rabbit studies, an overall increase in fetal |oss (dead and
resorbed and nal f or ned concept uses) was associ ated with doses of
trimethoprim6 tines the human therapeutic dose.

Wiile there are no large, well-controlled studies on the use of

sul f anet hoxazol e and trinmethoprimin pregnant wonen, Brunfitt and
Pursell 5 in a retrospective study, reported the outcone of 186
pregnanci es during which the nother received either placebo or

sul f anet hoxazol e and trinmethoprim The incidence of congenital
abnormalities was 4.5% (3 of 66) in those who received placebo and
3.3% (4 of 120) in those receiving sul famet hoxazol e and tri net hopri m
There were no abnornalities in the 10 chil dren whose not hers received
the drug during the first trimester. In a separate survey, Brunfitt
and Pursell also found no congenital abnormalities in 35 children
whose not hers had recei ved oral sul fanet hoxazol e and tri net hopri m at
the time of conception or shortly thereafter

Because sul fanet hoxazol e and trinmethoprimmay interfere with folic
acid netabolism this product should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Nont er at ogeni ¢ Effects: See CONTRAI NDI CATI ONS secti on.

Nur si ng Mot hers
See CONTRAI NDI CATI ONS secti on.

Pedi atric Use

Sul f anet hoxazol e and trinmethoprimis not recommended for infants
younger than two nonths of age (see | NDI CATI ONS AND USAGE and
CONTRAI NDI CATI ONS secti ons).

ADVERSE REACTI ONS

The nost common adverse effects are gastrointestinal disturbances
(nausea, vomting, anorexia) and allergic skin reactions (such as

rash and urticaria). FATALI TI ES ASSOCI ATED W TH THE ADM NI STRATI ON OF
SULFONAM DES, ALTHOUGH RARE, HAVE OCCURRED DUE TO SEVERE REACTI ONS,

| NCLUDI NG STEVENS- JOHNSON SYNDROVE, TOXI C EPI DERVAL NECRCOLYSI S,

FULM NANT HEPATI C NECROSI S, AGRANULOCYTCSI S, APLASTI C ANEM A, OTHER
BLOOD DYSCRASI AS AND HYPERSENSI TI VI TY OF THE RESPI RATORY TRACT ( SEE
WARNI NGS SECTI ON) .

Hemat ol ogi c
Agranul ocytosi s, aplastic anema, thronbocytopenia, |eukopenia,
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neut ropeni a, henol yti c anem a, mnegal obl asti c anem a,
hypopr ot hr onbi nem a, net henogl obi nem a, eosi nophili a.

Al lergic

St evens- Johnson syndrone, toxic epidernmal necrolysis, anaphyl axis,
allergic nyocarditis, erythema nultiforne, exfoliative dermatitis,
angi oedenma, drug fever, chills, Henoch-Schoenl ein purpura, serum

si ckness- 11 ke syndrone, generalized allergic reactions, generalized
skin eruptions, photosensitivity, conjunctival and scleral injection,
pruritus, urticaria and rash. In addition, periarteritis nodosa and
system c | upus erythemat osus have been reported.

Gastroi ntestina

Hepatitis including cholestatic jaundice and hepatic necrosis,

el evati on of serumtransam nase and bilirubin, pseudonenbranous
enterocolitis, pancreatitis, stomatitis, glossitis, nausea, enesis,
abdom nal pain, diarrhea, anorexia.

Geni tourinary

Renal failure, interstitial nephritis, BUN and serumcreatini ne
el evation, toxic nephrosis with oliguria and anuria, and
crystal luria.

Neur ol ogi ¢
Aseptic neningitis, convulsions, peripheral neuritis, ataxia, vertigo,
tinnitus, headache.

Psychiatric
Hal | uci nati ons, depression, apathy, nervousness.

Endocri ne

The sul fonam des bear certain chemcal simlarities to sone

goi trogens, diuretics (acetazolamde and the thiazides) and oral
hypogl ycem ¢ agents. (ross-sensitivity may exist with these agents.
D uresi s and hypogl ycem a have occurred rarely in patients receiving
sul f onam des.

Muscul oskel et al
Arthral gia and nyal gi a.

Respiratory System
Pul monary infiltrates, cough, shortness of breath.

M scel | aneous
Wakness, fatigue, insomi a.

OVERDGSAGE

Acut e
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The anmount of a single dose of sul famethoxazole and trinethoprimthat
is either associated with synptons of overdosage or is likely to be
life-threateni ng has not been reported. Signs and synptons of
overdosage reported w th sul fonam des include anorexia, colic, nausea,
vomting, dizziness, headache, drowsi ness and unconsci ousness.
Pyrexia, hematuria and crystalluria nmay be noted. Bl ood dyscrasias and
jaundi ce are potential |ate manifestations of overdosage. S gns of
acut e overdosage with trinethopriminclude nausea, vomting,

di zzi ness, headache, nental depression, confusion and bone narrow
depression. CGeneral principles of treatnent include the institution of
gastric lavage or enesis; forcing oral fluids; and the admnistration
of intravenous fluids if urine output is |low and renal function is
normal. Acidification of the urine will increase renal elimnation of
trinmethoprim The patient should be nonitored with bl ood counts and
appropriate blood chemstries, including electrolytes. If a
significant bl ood dyscrasia or jaundice occurs, specific therapy
should be instituted for these conplications. Peritoneal dialysis is
not effective and henodialysis is only noderately effective in

el imnating sul fanmet hoxazol e and tri nmet hoprim

Chroni c

Use of sul famet hoxazol e and trinethoprimat high doses and/or for
extended periods of tine may cause bone narrow depressi on manif est ed
as thronbocyt openi a, | eukopeni a and/ or negal obl astic anema. If signs
of bone marrow depressi on occur, the patient should be given

| eucovorin; 5 to 15 ng | eucovorin daily has been recomrended by sone
i nvestigators.

DOSAGE AND ADM NI STRATI ON
Contraindicated in infants |l ess than two nonths of age.

URI NARY TRACT | NFECTI ONS AND SH GELLCSI S | N ADULTS AND CH LDREN AND
ACUTE OTl T1'S MEDIA I N CH LDREN

Adul ts

The usual adult dosage in the treatnment of urinary tract infections is
one doubl e strength tablet, two single strength tablets or four
teaspoonfuls (20 nL) of the suspension every 12 hours for 10 to 14
days. An identical daily dosage is used for 5 days in the treatnent of
shi gel | osi s.

Chi |l dren

The recomended dose for children with urinary tract infections or
acute otitis nedia is 40 ng/ kg sul fanet hoxazol e and 8 ng/ kg
trimethopri mper 24 hours, given in two divided doses every 12 hours
for 10 days. An identical daily dosage is used for 5 days in the
treatnment of shigellosis. The following table is a guideline for the



Sul f anet hoxazol e and Tri et hopri m Label i ng Qui dance
Tabl et s/ Oral Suspensi on Revi sed August 1993
Page 11

attai nnent of this dosage:

Children: Two Months O Age O d der

VI GHT DCSE- - EVERY 12 HOURS

I b kg Teaspoonful s Tabl et s

22 10 1( 5 n)

44 20 2 (10 ni) 1

66 30 3 (15 ni) 1%

88 40 4 (20 n) 2 (or 1 DS Tabl et)

For Patients Wth |Inpaired Renal Function
Wen renal function is inpaired, a reduced dosage shoul d be enpl oyed
using the follow ng table:

Creatinine dearance (nb/ mn) Recommrended Dosage Regi nen
~ move30 e Standard Regimen
~ 15to30 Ythe sual Regimen
~ Below15 e Not Recomended

ACUTE EXACERBATI ONS CF CHRONIC BRONCH TI'S I N ADULTS

The usual adult dosage in the treatnent of acute exacerbations of
chronic bronchitis is one double strength tablet, two single strength
tablets or four teaspoonfuls (20 nL) of the suspension every 12 hours
for 14 days.

TRAVELERS DI ARRHEA | N ADULTS

For the treatnment of travelers' diarrhea, the usual adult dosage is
one doubl e strength tablet, two single strength tablets or four
teaspoonful s (20 nL) of the suspension every 12 hours for 5 days.

PNEUMOCYSTI S CARI NI | PNEUMOCNL A

The recommended dosage for patients wth docunented Pneunocysti s
Carinii pneunonia is 100 ng/ kg sul f anmet hoxazol e and 20 ny/ kg
trimethoprimper 24 hours given in equally divided doses every 6 hours
for 14 days. The following table is a guideline for the attai nnent of
this dosage in children:

VI GHT DCSE- - EVERY 6 HOURS

I b kg Teaspoonful s Tabl et s

18 8 1(5n)

35 16 2 (10 ) 1

53 24 3 (15 nb) 1Y%

70 32 4 (20 n) 2 (or 1 DS Tabl et)
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HOW SUPPLI ED

- Est abl i shed Nanme and Strength

- Packagi ng

- Shape, color, coating, scoring, debossing, or inprinting
NDC

Speci al handling and storage conditions

-Caution: Federal law...
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